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REMARKS 

Claims 1 to 5, 7, to 32, 35 to 39, 42, 43, and 45 to 48 are pending in this application. 
Claims 8, 9, 31, 32, 35 to 39, 42, 43, and 45 to 48 are withdrawn from consideration. Claims 
1 to 5, 7, and 10 to 30 are rejected. Applicants are herein canceling claim 16, without 
prejudice or disclaimer. 

Rejections under 35 U.S.C. § 112, First Paragraph 

Claims 1 to 5, 7, and 10 to 30 

Claims 1 to 5, 7, and 10 to 30 are rejected under 35 U.S.C. § 112, first paragraph, as 
allegedly non-enabled. Specifically, the Office is challenging the enablement of the 
prevention of vasomotor symptoms. Applicants respectfully traverse the enablement 
rejection. 

Applicants submit that Example 2 and Figures 3A to 3D show that the administration 
of the NRI (desipramine) prior to the onset of the vasomotor symptoms actually prevents the 
vasomotor symptoms. In addition, Example 4 and Figure 6 show that the administration of 
the 012-adrenergic antagonist (atipamezole) in combination with the NRI (desipramine) prior 
to the onset of the vasomotor symptoms actually prevents the vasomotor symptoms 
Therefore, applicants submit that the claims directed to methods of treating or preventing 
vasomotor symptoms are enabled. 

Accordingly, applicants request withdrawal of the rejection of claims 1 to 5, 7, and 10 
to 30 under 35 U.S.C. §112, first paragraph. 
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Claim 16 

Claim 16 is rejected under 35 U.S.C. § 112, first paragraph, as allegedly lacking 
written description. While not conceding the merits of the rejection and solely for the 
purpose of expediting prosecution, applicants are herein canceling claim 16, without 
prejudice or disclaimer, thereby render moot the rejection of claim 16 under 35 U.S.C. § 1 12, 
first paragraph. 

Rejections under 35 U.S.C. § 103(a) 

Claims 1 to 5, 7, and 23 to 30 

Claims 1 to 5, 7, and 23 to 30 are rejected under 35 U.S.C. § 103(a) over Stearns, 
Annals of Oncology, Volume 11, pages 17 to 22 ("Stearns reference") in view of Janowsky, 
et al., The Journal of Clinical Psychiatry, Volume 45, Number 10, Section 2, pages 3 to 7 
("Janowsky reference"). Applicants respectfully traverse the rejection. 

Applicants submit that it has not been established in the Office Action that the claimed 
invention is prima facie obvious. To establish a proper prima facie rejection, the following 
elements must be shown: 

(1) the reference(s) is (are) available as prior art against the claimed invention; 

(2) the motivation (explicit or implicit) provided by the reference(s) that would have 
rendered the claimed invention obvious to one of ordinary skill in the art at the time of 
the invention; 

(3) a reasonable expectation of success; 

(4) the basis for concluding that the claimed invention would have been obvious to do, 
not merely obvious to try; and 

(5) the reference(s) teach(es) the claimed invention as a whole. 
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Applicants submit that elements 2, 3, and 4 have not been established. Hence, a prima facie 
obviousness rejection is improper. In re Grabiak, 769 F.2d 729, 733, 226 U.S.P.Q. 870, 873 
(Fed. Cir. 1983). 

Claim 1 is directed to the use of specific NRIs in the treatment of vasomotor 
symptoms. The Office first urges that the Stearns reference discloses antidepressant for 
treating depression/nervousness, agitation, insomnia, inability to concentrate that commonly 
co-exists with hot flash. Then, the Office looks to the Janowsky reference, which discloses 
desipramine, an NRI antidepressant, for treating depression, panic attack, bulimia, and 
enuresis. The Office concludes that it would have been obvious to substitute the NRI of 
Janowsky for the antidepressant of Stearns for the treatment of hot flash. Applicants disagree 
with this conclusion. 

Applicants submit that the Office too generally characterizes the Stearns reference. 
Stearns discloses that paroxetine hydrochloride (SSRI) is useful in the treatment of hot 
flashes in breast cancer survivors. It also discloses that hot flashes may be accompanied by 
co-existing symptoms including depression, nervousness, agitation, insomnia, and inability to 
concentrate, which may exacerbate hot flashes. Stearns also offers: 

Anecdotal reports from our institution and others suggested that paroxetine 
hydrochloride (Paxil®, SmithKline Beecham Pharmaceuticals) and other 
SSRIs might be effective therapy for hot flashes. 

The Stearn reference does not state that depression and coexistent hot flashes can be treated 
with any "antidepressant." Rather, the Stearns reference discloses that paroxetine 
hydrochloride, a specific SSRI, is effective and that other SSRIs might be effective therapy 
for hot flashes. The Stearns reference does not broaden the active agent to any 
antidepressant. The Office only impermissibly draws this conclusion in hindsight. In re 
Fritch, 972 F.2d 1260, 23 USPQ.2d 1780 (Fed. Cir. 1992) (Office cannot use the claimed 
invention as an instruction manual or "template" to piece together the teachings of the prior 
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art so that the claimed invention is rendered obvious); In re Fine, 837 F.2d 1071, 1075, 5 
USPQ.2d 1596, 1600 (Fed. Cir. 1988) (Office cannot use hindsight reconstruction to pick and 
choose among isolated disclosures in the prior art to deprecate the claimed invention). 
Applicants submit that the Office is engaging in the impermissible hindsight construction of 
the applicants' claimed invention. 

Applicants submit that there was not a reasonable expectation of success at the time of 
the invention, i.e., success with an SSRI to treat depression and/or hot flash is not predictive 
of success of the use of an NRI to treat hot flash. In fact, Steams reference does not extend 
his conclusion that all SSRIs would be effective for treating hot flash, even after concluding 
that a specific SSRI is effective. Likewise, a skilled artisan would not be motivated to 
substitute an NRI for the specific SSRI and reasonably expect success. In addition, 
applicants submit that the Office has applied an "obvious to try" standard rather than a proper 
obvious standard. 

Further, as the Office asserts in the enablement rejection (page 4 of Office Action), 
vasomotor symptoms have many different causes and accordingly, it is therefore improper to 
conclude that an NRI can simply be substituted for a specific SSRI and expect that the 
treatment would be effective, especially since NRIs and SSRIs work by different 
mechanisms, as described in the Detailed Description of the Invention (See [0029] to [0031] 
and Figures 1 and 2. 

Applicants further submit that there is no explicit or implicit motivation provided by 
the references that would have rendered the claimed invention obvious to the skilled artisan at 
the time of the invention. For example, there is no motivation to use any NRI in the 
treatment of hot flashes because high doses of NRIs or NRI/SRI compounds can actually 
induce vomiting, nausea, sweating, and flushes. 
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In view of the foregoing arguments, applicants submit that the Office has failed to 
establish a proper prima facie obviousness rejection and, therefore, requests the Office to 
withdraw the rejection of claims 1 to 5, 7, and 23 to 30 are rejected under 35 U.S.C. § 103(a) 
over the Berendsen reference. 

Claim 22 

Claim 22 is rejected under 35 U.S.C. § 103(a) over the Stearns reference in view of 
the Janowsky reference in further view of Gould, InternationalJournal of Pharmaceutics , 33, 
(1986), pages 201 to 217 ("Gould reference"). Applicants respectfully traverse the rejection. 

Claim 22 depends from claim 1 and specifies that the pharmaceutically acceptable salt 
is an acid addition salt. Even if properly combinable (and applicants are not conceding that 
the references are properly combinable), applicants submit that Gould reference does not 
remedy the deficiencies of the combined teachings of the Stearns and Janowsky references, 
including the motivation to substitute an NRI for the SSRI. Therefore, the combination of the 
Stearns, Janowsky, and Gould references does not render claim 22 obvious. Accordingly, 
applicants request the Office to withdraw the rejection of claim 22 under 35 U.S.C. § 103(a) 
over the Stearns reference in view of the Janowsky reference in further view of the Gould 
reference. 

Claims 10 to 12 

Claim 10 to 12 rejected under 35 U.S.C. § 103(a) over the Stearns reference in view 
of the Janowsky reference in further view of WO 99/44601 ("Hunter application"). 
Applicants respectfully traverse the rejection. 

Claims 10 to 12 depend from claim 1 and specify that the method further includes the 
administration of an SRI or a pharmaceutically acceptable salt thereof. Even if properly 
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combinable (and applicants are not conceding that the references are properly combinable), 
applicants submit that the Hunter application does not remedy the deficiencies of the 
combined teachings of the Steams and Janowsky references, including the motivation to 
substitute an NRI for the SSRI. Therefore, the combination of the Steams and Janowsky 
reference and the Hunter application does not render claim 10 to 12 obvious. Accordingly, 
applicants request the Office to withdraw the rejection of claim 10 to 12 under 35 U.S.C. § 
103(a) over the Steams reference in view of the Janowsky reference in further view of the 
Hunter application. 

Claims 13 to 21 

Claim 13 to 21 rejected under 35 U.S.C. § 103(a) over the Steams reference in view 
of the Janowsky reference in further view of French, Pharmac. Ther., Volume 68, Number 2, 
pages 175 to 208, 1995 ("French reference"). Applicants respectfully traverse the rejection. 

Claim 13 to 21 depends from claim 1 and specifies specify that the method further 
includes the administration of an adrenergic^ receptor antagonist or a pharmaceutical^ 
acceptable salt thereof. Even if properly combinable (and applicants are not conceding that 
the references are properly combinable), applicants submit that the French reference does not 
remedy the deficiencies of the combined teachings of the Steams and Janowsky references, 
including the motivation to substitute an NRI for the SSRI. Therefore, the combination of the 
Steams, Janowsky, and French references does not render claim 13 to 21 obvious. 
Accordingly, applicants request the Office to withdraw the rejection of claim 13 to 21 under 
35 U.S.C. § 103(a) over the Steams reference in view of the Janowsky reference in further 
view of the French reference. 
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Conclusions 

Applicants request: 

(1) entry of the amendments to the claims; 

(2) reconsideration and withdrawal of the rejections of claims 1 to 5, 7, 10 to 15, and 17 to 30; 

(3) allowance of claims 1 to 5, 7, 10 to 15, and 17 to 30. 

If the Examiner is of a contrary view, the Examiner is requested to contact the undersigned attorney 
at (404) 459-5642. 



Date: August 3, 2007 /Wfmriy A Choi/ 



Wendy A. Choi 
Registration No. 36,697 



Woodcock Washburn LLP 
Cira Centre 

2929 Arch Street, 12th Floor 
Philadelphia, PA 19104-2891 
Telephone: (215) 568-3100 
Facsimile: (215) 568-3439 
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